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Abstract of WO02072090 

The present invention, is directed to small 
molecule inhibitors of the IgE response to 
allergens, which are useful in the treatment of 
allergy and/or asthma or any diseases where IgE 
is pathogenic. This invention also relates to 
benzimidazole molecules that are cellular 
proliferation inhibitors and.thus are useful as 
anticancer agents. 
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^7-^#^Jliil[W^^^. M££(tumorgenesis) 

IgE(fQ^tillft Ig)^/S^^Lii^jg. 
^jfctfftfi itt IgE ^/S^^«(FBS)^«, CD4+ T « 

^ hapteri-#JI& B ^Sfi^S^ft, #J ELISA ftffitt IgE 
(Marcelletti fP Kate, M^,^ 135: 471-489(1991); £«t3lfflft3j 
##)o 

i^fflmi«J^^I^^*fflM^ffi^^tlTo BALB / cByj /hi, i.p.^ 
-TOPfrSi. 4mg BJflW lOjig #J DNP-KLH it^T^.^. 15 ^jp^o ^ 

&&${%tmtii*%}tt» m&mik, io%fbs. ioou/ 

ml WpH- 100ng/ml H^M^ 0.0005% tf] 2-^Z»@|^ DMEM 

DNP-KLH(10ng / ml)T » ^£J#lrt^#t7(2-3 WTj^ 
ja/ttlv 0.2ml /«U 96 ?Li£#&)<> Mi^ft^tl(2|xg / ml 

*P 50ng / im)jjnA?lJ#^^ii^M^M^#4», £ 10%CO 2 fifck^T, 
^E37°CTMW8^o 

8.^j5^±», Marcelletti Kate (iCi^C^^lf ^ 
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^tfj&SMo M&ffl DNP-KLH ^ DNP-OVA $&Ii±&f&|# ELISA $<> 
BSA> ggftfft^Tween 20 -Kjff&^rift(PBS)9ff),' jJPA^J ELISA 

s £ 4T?jHSfc+.fiWi£#. &5±WmikM-ih¥m'bU IgE(b- 

igGio ^7i##ti±y*«# 200 ft, # 

ffi^m^-lil^/hi,(b-GAMGlHt# b-GAMEo £i£#tJ±M^ 
1: 20 WfcttlW#-%^*(fcW-lJj^J/t<h(ll IgG2a(b-GAMG2a)iaW^ > 
10 JB DNP-KLH j&Stfj ELISA IgG2a, m^t^ffi^tfc^llj^ 

ftJTO&fljJfe*. £i«L#lft W&W^Jfefc^l 200-400pg/ml, £>tf IgE 
tfj ELBA +, ifftfag'EM Ig IWlftMW^T 0.001 %MS!XfiJStt 9 

is . ^m^m^m^mmw^mm^-immmm, wmmA i^b ige 
»^n«^$ijigE^/s^t^o &&&to.m*mwMR&&i igE> igGi 

$3 IgG2a #j7jt¥o 

BALB / cByj <h 0 ^AWtT^ W 250 rads Mlt 7 * 

20 Bto -/hBtj5, Xt<hR Lp.MUi^E 4mg §891* W 2jxgKLH fflfffeK, 6 

25 m* W 2^g DNP-KLH o /MWfe DNP-KLH $c2UsML 7-2 1 ^ „ 

. ilil ELISA »^ttJM£#tt IgE. IgGl *P IgG2a itfflftjfiL 
^ 14,000rpm ftifr lpmiii, ±^ffl^7K## 5 "¥«ifr. 0&lf# 
«i±. ELISA #^jSJfliaS|ffitt.'. 
#L-DNPTgE(l: 100 III 1: 800). #L-DNP IgG2a(l: 100l!| 1: 800)^JrL-DNP 

30 rgGl(l: 160011 1: 12800). 
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mm i wit 

(carboxamides)^^tJ, £toT^ttf^J(3&ai QflrfcJ&L: 




m\ I 

g<f r, *n u 2 g h, j^s, mx^m, e 3 -c 9 3*^a, 

^^sfo^^^^^w 1-3 ^irai, 

^*t*, JRftW^S. -^^S^S, oh, och 3 , cooh, 

COOR'COR', CN, CF 3 , OCF 3 , N0 2 , NR'R', NHCOR'ftI CONR'RY 
R'i&g H, Ifcftlftj^, Q-Q^S, WW G 3 -C 9 

filM^MI, .^tfr^^S^^W^W^^W 1-3.* 

WtftjpS, —jfi&MM&m, %Mm, OH, OCH 3 , COOH, CN, CF 3 > 
OCF 3 , N0 2 , COOR", CHO $ COR"; 

r-^ c.-Cs^i, ; k*mm c-Q z j&mm&mm, %m&t 




16 



i 




126 



127 



129 



130 



L31 



17 



1.50 



a." 




21 



1.62 




1.64 



1.65 



L66 



L67 



23 




L74 



L75 



1.76 



L77 



L78 



L79 



25 




.26 




L86 



1.87 



1.88 



L89 



L90 



L91 



27 




L98 



1.99 



1.100 



L101 



1.102 



1.103 



.29 




. 1.104 



1.105 



1.106 



1.107 



L108 



1.109 



30 



i 




1.116 



1.117 



1.118 



L119 



1.120 



L121 



32 




I.i22 



1.123 



1.124 



L125 



L126 



L127 



33 




: 



1.128 



L129 



1.130 



L131 



1.132 



■ I 



L133 



r 



-34 




L146 



L147 



1.148 



L149 



L150 



.37 




38 




1.158 



1.159 



1.160 



1.161 



' 1.162 



L163 




1.164 



1.165 




B-T7 A-H 





H 






L166 



1.167 



1.168 



L169 



40 




1.170 



1.171 



L172 



L173 



1.174 



Hf^° L175 



41 




1.176 



L177 



L178 



1.179 



1.180 



1.181 



42 
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fcimm i 




20 D 

30 gftUHZJ®, DffiP, DMAP. i&tt£, «»tt*|*tt*fiF^T; 



PO030650 

HB*^¥K*£'JSts MSIT, fflPPA, H 2 so 4 Mmmm&Mi* 

% i,v-mm-wm(CDT), EDcmmtmm^mo mmwT% n,n- 

-¥S¥»(DMF), THF. PM, HZ.I> ^MTO§l^£fl DMF *P 
THF^o 

DMF-MeOH, $£88*. ^M#.^ET^«^J4 I , 

«^4», ft^mfcmm r 3 ^ r^k^ws^bl ^-i^-m 
'iffc&, mm- bf 3 , BimmmikftM^y}, &&&&t£o fi^M^is 
. tt&m d jtsuw 1 6<j^i4^tio ■ 
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&*&®imtoM&&$m a-d mum*, £w*fi»**--« 

^ii^W^S^Wm^^W^^^/ «I#JE T.W. Greene, "W 
5 ^^/Stofi^SH", WileyCM^J), 1981c 

Jbfcfltett a-d w^aassi«»^^^.i«w4fc^* a-d & 

10 J^MffrJ&o 




R&g h, c-c 5 %m, ^m, P -m^¥S, -^m*^ 

. . 1-3 ^jfefi^.. %$m^m?wc^&iL> Wftfa 
. . 25 : mmmmmmmgnm^ 1-3 -Hwm 

I^Wtii&H, "ffjfc, ^^(polyhalogens), ^11, • W- 

. mx&i&m, -famnM^M, oh,och 3 , gooh, 

COOR'COR', CN, CF 3 , OCF 3 , N0 2 , NR'RS toCOR'fO CONR'RY 
. 30 . R'i£g H, C 3 -C 9 *fl^, $tfWC 3 -C 9 
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wum, gftmmmmm, *m. ummm. mm, mxmmm,,^ 

^x^Y»«iH, m, mmfcmm, mm, 
5 $Lfoft})%m, ^mmummm, w^m, oh, och 3 , cooh, cn, cf 3 , 

OCF 3 , N0 2 , COOR", CHOfPCOR"; fP 




n.i4 



n.15 



n.i6 



n.i8 



EL19 




j 



55 




n.45 



n.46 



n.47 



n.48 



n.49 . 



IL50 



IL51 



56 . ^ 




n.52 



n.53 



n.54 



n.55 



n.56 



n.57 



IL58 



57. 




61 
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diep, dmap> mtitfe, m&tmmuft&T, ~®m p -^m 
ftwmu&T, ^ ppa> h 2 so 4 mmmj&7kmwit 

3 * , ffll»lft^ F G • 

. -¥^¥«(PMF), THF> BtfcB^> HZJg, <£Wn^J|^#J DMF*0 
THF# 0 

DMF-MeOH, gfctMW-, "*®#*Tfl<Fg**^|^,. 
&B^^TO£j^ = ZJ8k DIEP> DMAP §JW!£$#$FF/ 

iu thf> dmf it Et3N> flK4>^o ^jmmm^nmrm^ o 
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5 E-I(b)« 

^^^^S^Wm^^^^^ tfJ, J& T.W. Greene, "W 

10 tii-Sf&Mu&m®", wieymm, mu 

15 iKj&MrfrJ&o 

■ m^mm^^ igE m\m^-^^^mm---mmit^ 



20 




m\ in 



mim c3-c 9 «is, gwmmm®, &ttto%m, mm, m.' 

. 30 . . g*W.fft^v^ 
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. %*ffi&mXmm& H, |», £lflf(p6lyhalogens), ftftKl 

j^stai^i; &&m, oh, och 3 , cooh, 

COOR'COR', CN, CF 3 , OCF 3 , N0 2 , NR'R', NHCOR^ CONR'R'; 
^4 , R 3 ^R 4 ^al«S H, ffi*,'5Nk ^»COR' ; 

1-3 -t- 

10 $tft#Jj^, — JBj&$, OH, OCH 3 , COOH, CN, CF 3 , 

OCF 3 , N0 2 , COOR", CHOfPCOR"; *P 



66 




m.14 



mis 



m.i6 



m.17 



m.18 



\ ■ . . • ■ • 



69 




DL25 



TE26 



mj.7 



m^8 



m.29 



IIL30 



71. 




DI37 



ffl.38 



HU9 



m.40 



m.41 




! 



ffl.79 



m.8o 



ni.8i 



ni.82 



ra.83 



IEL84 



80 




m.85 



EL86 



m.87 



m.88 



HL89 



81 




ni.91 



in.92 



m.93 



ffl.94 



in.95 



HL96 



82 




VL97 



m.99 



iilioo 



nnoi 



ffl.102 



83 




nuo3 



nuo5 



m.106 



ni.io7 



DL108 



84 



i 




85 




ra.127 



m.128 



ffl.129 



ni.130 



ffl.131 



HL132 



88 




m.133 



m.i34 



m.i35 



ra.136 



1IL137 



m.138 




m.139 



m.i40 



in.141 



m.i42 



ra.143 



HL144 




m.i45 



m.146 



m.i47 



m.148 



m.149 



HL150 
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'«E*«fifiT, fflPPA, H a so 4 ^ttttlJi**J^ft#attlfelR(ii 
^I2t, .ffl3E*lBaifijpaE«IBfeftv POCI3, PC1 5 ^, 

h^mw^^^ i*p^(cdi)> edc m%fam&&}%&Mo » 

'MH^fcl DMF #1 THF 

'tt^flW^fc i,r-^S-.#^(CDi), edc fn£^t$fiftS£-fi!U 

N,N--¥S¥^(PMF)> THF. «fc£. . =Zijft/rt$I#* 
MW&M DMF fP THF #0 
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&*%wffimm}&ik£ , ®i j-o 

Mi^IMm^W^^. »#JE T.W. Greene, 
HMK^^ll"- Wiley(M^I), 1981 o 

±^£-$3 J-o WftiiJlS^tt^tt^^^iWft^ J-o & 
£»J l 

A. ^^^^(carboxamides)ft^t/^$iJ^- 

HF- 3,4--««*?«O00gs 1-97 JSfc)ffl (298g; 1.97 

^)^S^(15L)'t 1 0 1J^'^« 155t-160TCTJH&ja3£. 

«<6L)W#, #11 393g MWo DMF (iL) + WSH4ift*fc3Ifi 

^ffl.¥H(5L)##, #?HP£*» O'Co j&BS^ DMF 

mzsffi*£ihj*®, mi225 g mf*Mo ^^r-» 

3.53ihmol)^J CDI.(0.6g, 4.24inmol)^;DMF(20 <3W$Mfr$&3>J^ . 
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Mfr&tVM 0°C, #ffl*FSSJ&(0.36g, 0.42 3.65mmol)*tS, $t 

# ih, j&^ftiio. m dmf ^zmtm^rB^t/^ #i'J o.68 g fftmr 

2-[4-M»S]^ #«-5-(N-3* B'g)i£MlfejBc 

^±j£EJgctf.1^(0.5g ; 1.37mmol). 5% Pd-C(0.35g);ffl¥@#&tlM£; 

WPJH#(430g)o ^ETLCM^/^tJ^-^-^r ^FI^^^J^I4o 

244-((5-fS#^i)-3-J«)^S]^ 

& ..' 

&5-¥S#l@l!£-3-3£lK0.23g; 1.80mmol)> ^SfeU(0'.46g; 3.58mmol) 

#J— M DMF £ CH 2 C1 2 (10 £#)4»ftj«^iq$^*— 'M- S^^Sn- 
1.50mmol), gftfttttSlt THF(50 $^)^B&^(0.54g)&«J^^@^a 

#&&^tl§]Azk(600 rf®&B?*to> U&ft&ffim&X 

380mg, jt^>3i0°Co ri$TLCM^$-^. 
B . 2WN-(1^ 

2-[4-^^S]^^l*^-5-(N-2-nltP$S)^S»^SJ^ 

4fF 2-[4-$iS^S]^^#(^-5-^^(20.0g; 0.07 0&)*n CDI(i7.2g ; 

0,11 --BfaytE dmf 4-^^tiT^Tm#H/hBt, $j5it*PM0<C, 
^^JqA 2^Snlti^(7.3g; 0.078 Bfc), ^.^TMmmW^o hplc 

^tJ^^£o jtaA^^m^CDI(17.2g)f0 2-ES«(7.3g), 

SttA^mtfJ 2-i»i»(7.3g)-^ DMAP(13.4g; O.llmol), 

TLC S^Jlfc^^, MM^t/^JA^.OL)^. m#-^Bt, 

3±'&, WK:ffl»(3 X 100mL)»^T 17g(67%) 0 

mm^it^T-^o TLC ^^^m-^(CH 2 Cl 2 -CH 3 OH: .9:1); 

!H4-il^^]^#^-5KN-2-« . 

# 2-[4-^S^]^#tt-5-(K-2-^i)mS»(17g; 0.47 Bfc) 
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*U 5%Pd-C(9310g)^M^t/^E¥ll(1.0L)fP DMF(200mL)4 J to*£«H9E&' 

oi^i. l^7KlOZ,i|(3X100mL)^, #£80T\ I^Tf l. z^*^ 10g, 
1$& 260 o C-265°Co TLC ffl CH 2 Cl 2 -CH 3 OH (9:l)#^fl^^Jo 

& 2-[4-M^^]*^^^-5-(N-2-Plt^S)^S@feJ^(2.6g; 7.89iiimol) 
THF(10mL)^W l-£RiJ^«lfcm(1.88g; 9.47mmbl)&S&&M£t/, 

#^»n^Iel^ 24 zhBto W^tlfiA7K(i.5L)^, S9*-'Mti\ 51 

1^(3X50 mL)|PZ»M(3X50mL)^^ :Z FMo ^WfittkM, RJk 

i&tf/^&Stti*. i«.-SUZ,ilft*^F«- 2 -9g. 333 

°C-336°Cc TLCM^#--i(, ffl CH 2 Cl 2 -CH 3 OH(9:l)«»Jo 

£»J2 ... 

#usu ii to#&mton& 

A. 2-(4-N-(2-?^-^E l ^)$¥^E*)-5-(^¥EES)-^^«*^^^ 1 J ; & 
2-(4-¥Sg«-$i)-5-^S-^#^^^^l^ 

4-^s^-i,2-z:m(634g)^ 4-^mm^wmwm(6sog)^^^m 

^(HL)^ 150°C-155°CTiPm24/h^, ftm&ffiL, UZsMQ 

x lol)^^, T-mmmmryio soo g , tlc 6: 

(9:l)-CH 2 Cl 2 -CH 3 dHo 

$#T, ffl LiOH(339g)^S±^(800g)^ THF(2.7L)« 
(2.6L)M-£$J« TLC l^Ilimi'jTlClf^^o 

*(2.0L)##, ^il^o 2.0 ^fr^feKSl7}C(L0L); 

m^m^m^, #T±m 0 ww.\>izMvm^> 4.o°Co s 
mf®, &z>mmm#^M* rm. 537g- ^>355'Co tlg 

»^(9:l)-CH 2 Cl 2 -CH 3 OHo; 
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.. >{4-N<2-lf^J*B£)*'^ 

®±im (20.0g)^DMF(4G0mL)4 3 ^^tlfflCDI(13.7g)M, ft 

jw^@k 16 /halo 8A*#(3.0L)»K tfE£fiT«# 16 'Mtto i± 
5 mm.^^ ffl*(3Xl00 mL)|PZ.««c*, #^H&. 7** I9g; TLC ^ 
«^(9:l)-CH 2 Ci 2 -CH 3 OHo 
2-(4-N-(2- BS)^ ¥EM*)-5-ES-^#H» 

ft±3e6MS@£J^(19.0g)£ MeOH^OOmL)^ 5% Pd-C(4.0g)#3E 

10 &Jgft#iSH&& THF> MeOff-.^iafe^fi^fi. fcWi* 5 ** 

#If„ ^ft I0.5g; TLC ^J#--^: ^J^^(9:l)-CH 2 CVCH 3 OHo 

&±3£#J& (0.5g)£ THF(50raL)*BttB^(0.53mL)t^M^MM 

iomL tot *M^mm.(024g)&m&mm<> m& 

is jkM^tofo&t 24 /hat, Jt^p^§JA7X(600mL)4 , o jI^f^. ^ 

®M 285-289 °C; TLC^#--*: : (9:l)-GH 2 Cl 2 -CH 3 OHo 
■ 20 3 

■ . A: 2-(4-^BSES¥SI^^)-3H-^^l*^-5-^^aSmj^^§!l^ 
2-(4-«f» »^*«)-3H-*^l*lSr54^«W*l#: 

• .ft 3,4--«**¥»(300g)^ 4-¥ife**¥K¥ffi{324g)^?gS^ 
. . : 25 (S:0L)^MM£W& 150°C-155°GTj!JP^! 24 /Ntf, ^^l!l<lO°C, 

' ■Bj^^StB*. -i±*. ^mM(3X200mL)^, .^*^T#o j* . 
; .. # 320g; M£ 308X?-309°Co ^^i±^^^^MfflT.T.-^ 0 

.2<4-¥B*-*|l)-3H-*#l(6l«-5-ift«(4ag)ft THF(15mL) : ^7K 
30 ...(18mL)^ LiOH(lJ4g)4'^M^^^?aT^# 16 <|<flt, ^^tK - 1 ; 



98 



PC030650 

tmncmiko *»Z.Wfc*. f&jsJA THF t IP MeOH 
f^p 3.3g: TLC#-j£ [CH 2 Cl 2 -CH 3 OH(9:l)]o 

# 2-(4-^S-^*)-3H-^##^-5-^(0.50g)^E DMF(5GmL) |P N- 

•S(0.60g>fe^^fflflt- 10 fr^fe, fcfciPAlE DMF(10mL)^^^BJ^ 
(O.53g)o &JgftM£»£ttfl-$&££iB. 48 TLC 

jglS^^o ^^#^^WJA7K(600mL)^, j±«, !^7K^£I*£»> 
THF *P MeOH <f>££M« " jteffii&ttJfc&a,- ^Jl— # 
Bmit^o j^m 270mg; 334°C-337 , 'Co 

ft 2-(4-¥IHS-^*)-3H-^^#Pi-5-^^(5.0g)^ DMF(250mL)^P 
CDI(7.1g)4'^M^«^Tm# 3.0 <|Nflt, ^fflJFBlR(2.0g)*ha, 
#0^ 96 /M^.->#fijSt«^*, ^$A7jC(2.0L)4>, &£MTmt 
.16 « &^$f> ^TjC^O^^, #U^THF, ¥&*IZJI*££ 
alo ^*0.4go TLC (9:l)-CH 2 Cl r CH 3 OHo 

C. 2-(4-(N-^SS)-W 

ft 3,4- - ¥ K(l ;7 1 g)*P 4-(N-3* BS)-^ ¥ BfeSS ¥ If (2.6g) 

IE 200mL ffi£¥^fflft£:ttR£ 150-155'CT» 16 *Ht. ?HP, ilift, 
#Z«fc#T*i, 1.9g; TLC (9:l)-CH 2 CVCH 3 OHo 

■^ttiKUS-^^ftfi*^. DMF fli / ^6 THF' W C3DI fijSt, £l£ 
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# 5.2g m 2-(4.?il-?l)-5-(N-iFSI-iI)4^ii4 
THF(50mL)|07K(40mL)Vg^tJj!]PAilJ LiOH(1.73g)4'o &&Wffflfr1&& 

5 '^H*. f*fi4.7g ; HPLC95%; ^311°C-314 0 Co J&JE CDI 

"-W^ftfFJffifes. #i^^(0.5g)^ THF(50mL)^P N-¥£«^0.64g)to$&£- 

ti^*Pio-io o c-2o o c, ^^a*fflH¥»#Tia(o.3g)ia. 
igB fc&Mnn 

igE £&Wr£tto £#*btfj#lfT*, £S£d i-in ft 

IU 3 W7j7 ml tW^IIIIWii; 4 0.1 I!! 1 

/mi <. ait t mm%&, »i b awwHiii- 

• feilZ^ig(PMA)(10ng / ^ g£ iL-4(10ng / ml) 

3d '-- iP^CD40 ^t#(100iig/ ml)*J#o T ^M^^#±fr#B, JMi&fc' 
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^^L-Thyl MzK(10%)> #i-CD4 Ab(0.5ug / ml)*n#t-CD8 Ab (0.5*ig / ml) 

fflfifttt&WAMJB. |«jgJ|tR#^*(«»)/-aifi^*3lnJ*W.' aR 

ffiA^^-fe@^(EGF)(100ng/ml)$IJ#o 96 
J£#2-3^, #^ 3 H-«E# 6 £lj 14/hflto 

"fcllMMW , 1.82 ^£#*b*t IL-4 / #C-CD40 Ab &j£#J IgE 

W^IW^SEffirattaiftJPilS* "PMA7 #JIi£«i^ IL-4 / #C-CD40 Ab 
B *fflj&i«(@ 1). £ ConA-M^ T «iiSi*P LPS-il#W B 

mmmm*, 1.82 $m^tfiw&&&<& mds pharma .&^ai 

«) f 1.82 

M12AlSE*f««T, g^*Ji«|ft, g^ffi IL-4 / JrC CD40 Ab flj^o 
ik-^tJ 1.82 WJ M12.4.1 *fflJMif3i, {fi^^JMflf M*Elf£d^ 
^^J5Sjgc EL-4 / irC-CD40 Ab -fe^lM, ifc^t/ 1.82 

^?S^ifiP« B^i^flMfl^M12.4.1^Sfi4 l NF-KB^^o 

ffl5femr6U Western blot WiS^M NF- k B 

W EGF g^&lftmif^, ^EJ^^Mf^o ER-PJ&/ECFR W£ 
^MifUMlRjT^ NF- KB Sjtfci&^^M^^H^ 
#*hi8m&&o. Jft^tt EGF WSi^ttW^m^^^^^tt.^ 1.82 

r.82 ^#^#r^^#^^^J^^ t fa b rn^mm^ 



PC030650 

ffU8 W*l33cfch {IBfc*^ EL-4 / &-CD40 Ab-^^ IgE ^ftfllStt 
W^^mmMMit^ 1.82 fflfftS«E0. &#^SM3illftiM£ 

@ltfl^(#<J£n, ER-P0146?(HCC15OO|O ZR-75-l)o 1*2 M 

io . ^-jf?^ 

W^I^^Jml£K#iE$n Hasegawa J. Med. Chem. 40: 395-407(1997)^ 

Ohmori ^p, Int. J. Lnmunopharmacoi. 15: 573-579(1993); OTI^GWrt 

. >o Mm^mm^M i s e ^f!i^M*Mj^^^: 

O.OOlmg-^ 300mg ^/r#m^B^J»W, Wft&ifei £ 
O.Olmg-lOOmg ^£/r#£^ B^ltlffl. i^^^tlA^^^fe^ 

30 v4»XSfJ^^S««gja£-W IgE, Slfc, ^E-t^^^M^^, ^ 

102 
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^*^HJ^J— t^M^^, *TXtA#tt igE SsH^fcifciTv 
HUP, ^wm^«WlU^^ft*^#^»JCte<h^»1H^ffl^ 

ftiti^^l*!* ^tl5t^^^J«lB@l3iS^ O.OOlmg-^ 300mg 
BMIffl. t« . AT^tt***' ftJM^Ife lmg-lOOmg 

4»iStt'ftflfJfiLlK*fcjfi, »*««ft*A-MJ^*fc .#T£$i&£WJMfc" 



PC030650 

.in* fe£it, fcikMMmm* &*i&femu&ffl, 

m%tifcm^%^&m r ^^mm^mmrn^ 

pit: ^^j(^wi?t, ^mmn, m&m:, mm, mmfen 

^(uracil nitrogen mustard), ^TWM3$ IFMHfc ^tflM& JfC 
"HS dacarbazine fS^ff, Ta^H^J^, HIZ. 



. PC030650 

WW** ffllifcW t^Cf, ara-CMP, &. 

&m r M.Bl&&, Mtfcn, l%§-H"(chlorode6xyadenosine), 
gemcitabine , '{K^, 3ft <S-36S**.); DNA JS^flJ 
5 bleomycin); &tt#fa®f I »ttlM*l 

DNA .^^J(^m^^7t^«m); fl#41tt«(te#«. 
if ^*(navelbine), ^^^ffife#(docetaxel))o 

20 



105 



* m % m a 



15001 



3H-TdR 
(PPM) 




• IL-4/fct -CD40 



1 10 100 

itS® L82(ng/ml) 



1 



: «*PCT^41**T»A^T«WFdfi^l-22^ 3531, it#P7& 



2003^9/1120 



5 
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15 




25 . 'kktt c 3 -c 9 ^*, ^mmmmm, pmi wmim, mm, m. 
4* '."^jffifcukiai h, £irt> "&ft^8*uk" 

- : . so .. IB*f3S. :"M£"; oh, pc%, gooh, 
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COOR'COR', CN, CF 3 , OCF 3 , N0 2 , NR'R', NHCOR'fO CONR'RV 

jf^s, ^jfm^ffl, ^s, mm^rn, mm, mmmm, & 
%mmmm&%m; ^m^^mmm^^^m^ 1-3 

mim^m, -fammmfam, &mm, oh, ocor 5 , och 3 , gooh, 

CN, CF 3 , OCF 3 , N0 2 , GOOR", CHOlOCOR"; *P 

j£gm«, is*, tt, bm, ^mm, 

PtfcH&, 1,2,3-=!$, l,2,4-=.n§, 1,3,5-HI#, BtfcP^, 

~mMwmm, wmmm, femmmmm, &fcftjmjmmm* m 
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10. ftju^j** 9 #r&ffum g+ mmm^mmw^mm 

11. M«t io m^m^ ^mm^mw^mmmm^ 

12. sam^* i ami^£$'j«B : f ^^r^w^^ti^^ 

16. &mum^ 15 ^^Mit, 

17. fMjit i6 m&mjk, %*fm&4>--ft#'gto&ft& 

is. &m&M&* i6 ffT&mmTk, ^m^M^-n^^^ 
umm, WRMpm, dna jsrtofci,. *Bft#*w i **; jgjmwii 
n #c dna ^i, m^wm^c 

20. ScMftjRi^ i9 jmm&, n^mmit^m^ om m% 
.. 2i. &imm&#'2Q:Bd&teMik. ^mmm^^mw^mm 
. 22. &mkmm* 2\ smf&m& ^m^mwmmmmm^ 
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32. -ftw^w^wft^^aw^: 




10 R,*P R 2 ^«g H, WLftfatfm, c 3 -c 9 w^m, 

Mtt&j c-c 9 vfmm, &m%mm®, nm, mmitm, mm, & 
immm, ^mmmm^m, n^pm^mmmmmm^ 

is m, n*ffi&mttmi&& h, mm, &m,m, Mtt&}&m.m, 

JfcftWj&£, -^SES^S, $£, OH, OCH 3 , COOH, 

COOR'COR', CN, CF 3 , OCF 3 , N0 2 , NR'R', NHCOR'fP CONR'R'; 
^4>R 3 ^R 4 ^«&H, &m, ^»COR' ; 

r'&s h, mm, mttMfam, c 3 -c 9 5f&m, mx® c 3 -c 9 
20 mm, mmmm, & 

^mmmmmm, ^^m^mm^mmmm^ 1-3 

mm&m, ~&mm.m&m, imm, oh, ocor\ och 3 , cooh, 

• .25 CN, CF 3 , OCF 3 , N0 2 , COOR", CHO^COR"; ft 

. .30 ; . jK^^-^fw^^, ?&m^*k#&&ki 
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OCF 3 , N0 2 , COOR", CHO ;fP COR"; 

tmmn&, isnw&ft; 

35. &J&&tfW* 1 WfWMte* 
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t 




L178 



L179 



L181 



L182 



L184 



L185 



86 
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40 . - 




1.189 



41. — g^WTsS&^Wtt^*: 



10 



a 



N i 





1.190 



15 



42. — ftSflMft^. MfT^^it^: 



20 




L82 



43. -MM. £^WT£^fiMfc£* 



25 




1.158 



30 



89 
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48. -«>H4&ffl*f&, *^WTi«^W(t^: 




L192 



49. ^WT^i^W^tl: 



10 





91 



